Levels of 5-fluorocytosine in blood were rapidly calculated by determining the amount of competition in the creatinine iminohydrolase (creatinine deiminase; EC 3.5.4.21) assay for creatinine with the Kodak Ektachem system (Eastman Kodak Co., Rochester, N.Y.). The correlation with bioassay values was extremely high (r = 0.982). Standards and samples were highly stable over time.
105 cells per ml of medium. The medium contained yeast nitrogen base (Difco Laboratories, Detroit, Mich.) (6.7 g), Lasparagine (1.5 g), glucose (10. 0 g), Noble agar (Difco) (1.5 g), and distilled water (100 ml), added because of its ability to inhibit the diffusion of amphotericin B (5). Plates were incubated for 24 h, and zones were measured with a micrometer.
The biochemical assay was performed by measuring the total creatinine in the standard with the Kodak Ektachem system (3) and also by the Jaffe reaction with a Du Pont automatic clinical analyzer III (DuPont Co., Wilmington, Del.) (4) As the Kodak Ektachem system result represented the contribution from both creatinine and 5-FC, the value obtained for creatinine from the Jaffe reaction was subtracted from the value obtained from the Ektachem system, leaving a balance contributed by 5-FC.
Having noted a striking correlation when four different sets of standards (two sets diluted in pooled human serum and two sets diluted in phosphate-buffered saline) were The correlation between the two methods for standards and patient samples is shown in Fig. 1 . Although additional data are not shown on the graph, the new assay remained accurate over the range of 0 through 400 ,ug/ml, based on standards rather than patient samples. Amphotericin B or elevated creatinine levels in patient serum did not interfere with method correlation. The biochemical assay was not affected by cytosine arabinoside, 5-fluorouracil, or 2'-fluoroiodoaracytosine in serum.
The standards were highly stable over the period of 21 days regardless of the diluent or storage temperature ( Table  1) .
The assay described represents a useful additional test for those institutions which possess or have access to a Kodak Ektachem Analyzer. The additional equipment needed for the determination of creatinine levels in serum by the Jaffe method would not represent an added cost attributable to the measurement of 5-FC levels, as the additional equipment would be necessary because of the interference caused by 5- FC in the creatinine assay.
The principle of the Kodak Ektachem system is that the enzyme creatinine iminohydrolase (creatinine deiminase; EC 3.5.4.21) catalyzes the hydrolysis of creatinine to produce N-methylhydantoin and ammonia. The free ammonia then diffuses through a semipermeable membrane to react with an ammonia indicator, bromphenol blue. The method has been extensively tested with a number of substances. The major positive bias of significance has been associated with 5-FC (3). The reason for the interference in the determination of creatinine by the Kodak Ektachem system is that the enzyme creatinine iminohydrolase can cleave the 4-amino-group from 5-FC in a similar way that cytosine deaminase can. This amino group produces ammonia in concentrations proportional to those of 5-FC, and the ammonia is detected as though it were released from creatinine. This would explain the lack of interference by amphotericin B or 5-fluorouracil, neither of which contains amino groups. Cytosine arabinoside and 2'-fluoroiodoaracytosine do have 4-amino groups, but neither interferes with the assay. The Du Pont ACA III uses a modification of the kinetic Jaffe reaction reported by Larsen. (7) The rate of red chromophore production after the addition of picric acid in an alkaline medium is proportional to the amount of creatinine present. Larsen reported that this method was less susceptible to interference than the unmodified method. Grossly hemolyzed specimens and direct bilirubin levels of >20 mg/ dl will interfere with the method (12 We acknowledge the statistical assistance of N. Glick, Depart- 
